Low-dose interleukin-2 shapes a tolerogenic gut microbiota that improves

autoimmunity and gut inflammation.
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Supplementary Figure 1 — Distribution of Tregs, Teffs, CD8", and NK cells in organs of NOD
mice treated with IL2Lp or not. The percentages of (A) Foxp3+ cells among CD4" cells, (B)
Teffs among CD3" cells, (C) CD8+ among CD3" cells, and (D) Nkp46" among CD45" cells
were quantified in the pancreas and intestinal lamina propria (LP) of NOD mice injected with
IL2-producing AAV (in black) or untreated (in white). Statistical significances are reported as

follows: * p-value < 0.05; ** p-value < 0.01; *** p-value < 0.001.
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Supplementary Figure 2 — Venn diagram showing the overlap between the lists of taxa
impacted by IL-2Lp in NOD mice and the taxa naturally differentially abundant in BALB mice
relative to NOD mice. The names of the overlapping species are indicated, and their

upregulation and down-regulation relative to controls are indicated by red or green arrows.
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Supplementary Figure 3 — Multidimensional scaling representation of gut microbiota profiles
of NOD mice treated only with antibiotics (black), treated with IL-2Lp (red), or receiving IL-
2ip-tuned FMT (purple). Each dot in the representation corresponds to a microbiota profile
obtained from 16S rRNA sequencing, and the dots are positioned according to their similarities
computed based on taxa abundance levels. The Kruskal Stress indicated at the bottom of the
representation quantifies the quality of the representation as the fraction of information lost

during the dimensionality reduction process.
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Supplementary Figure 4 — Principal component analysis representations performed using an
independent analysis of the gut microbiome profiles of C57BL/6J (A) and NOD (B) mice
treated or not by IL-2Lp generated using the abundance levels of taxa significantly impacted by

IL-21p.



